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WHICHEVER IS LONGER. FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)S Responsive to communication(s) filed on 18 April 2005 . 
2a)n This action is FINAL 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for fomnal matters, prosecution as to the nnerits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11. 453 O.G. 213. 

Disposition of Claims 

4) S Claim(s) 1-12 is/are pending in the application. 
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5) 0 Claim(s) is/are allowed. 

6) ^ Claim(s) 1-12 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 
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10) 0 The drawing(s) filed on is/are: a)n accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or forni PTO-152. 

Priority under 35 U.S.C. § 119 
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2. n Certified copies of the priority documents have been received in Application No. . 
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application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 

Claims 1-12 are pending in this application. 

Priority 

1 . Receipt is acknowledged of papers submitted under 35 U.S.C. 1 1 9(aHd), which 
papers have been placed of record in the file. 

Information Disclosure Statement 

2. The information disclosure statement (IDS) submitted on 7/19/04 is in 
compliance with the provisions of 37 CFR 1 .97. Accordingly, the information disclosure 
statement is being considered by the examiner. 

Claim Objections 

3. Claims 5-6 are objected to under 37 CFR 1 .75(c) as being in improper fonm 
because a multiple dependent claim can not depend from another multiple claims. See 
MPEP § 608.01 (n). Accordingly, the claims 5-6 have not been further treated on the 
merits. 

Claim Rejections - 35 USC §112 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the inventibrirand o^ and process of 

making and using it, in such full, clear, concise, and exact tenms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claim 10 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. 
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A number of factors are relevant to whether undue experimentation would be 
required to practice the claimed invention, including "(1) the quantity of experimentation 
necessary, (2) the amount of direction or guidance presented, (3) the presence or 
absence of working examples, (4) the nature of the invention, (5) the state of the prior 
art, (6) the relative skill of those in the art, (7) the predictability or unpredictability of the 
art, and (8) the breadth of the claims." In re Wands . 858 F.2d at 737, 8 USPQ2d at 1404 
(Fed. Cir. 1988). 

(1 ) . Breadth of Claims: Claims 1 1 is directed to a method of treatment or prevention 
of Alzheimer's disease by administering to a host in need of such treatment a 
therapeutically effective amount of a compound of claim 1 . 

Scope of Compounds - The scope of the compounds is broad. It is apparent that 
hundreds of combinations of compounds can be created from the definitions, owing 
especially to broad scope of X, R1 , R3, R4, m and n. 

(2) . Direction of Guidance: The amount of direction or guidance is minimal. No data 
on any specific compound is given. No dosage guidance is provided. 

(3) . State of Prior Art: There is no evidence of record that compounds structurally 
similar to these hydrazine compounds are in use for the treatment or prevention of 
Alzheimer's disease. 
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(4) . Working Examples: There is no any working example that indicates that beta 
secretase inhibitors can treat AD. There is no biological data for any of the compounds. 

(5) . Nature of the Invention and Predictability: The invention is directed to method of 
treating or preventing Alzheimer in general. It is well established that "the scope of 
enablement varies inversely with the degree of unpredictability of the factors involved," 
and physiological activity is generally considered to be an unpredictable factor. See In 
re Fisher, 427 F.2d 833, 839. 166 USPQ 18, 24 (CCPA 1970). 

(6) . The Relative Skill of Those in the Art: Applicants claim a method of treatment for 
AD, this is a very hard to treat disease. The central characteristic of Alzheimer's 
disease is the deficiency in the level of the neurotransmitter Acetylcholine that plays an 
important role in memory. Alzheimer's Disease is an extraordinarily difficult disease to 
treat, and has been the subject of a vast amount of research. Despite an enomnous 
number of different approaches, the skill level in the art is so low relative to the difficulty 
of task that the only success has come from treatment by compounds which are 
Acetylcholinesterase inhibitors (Aricept®, Cognex®, Exelon®. and Reminyl®) a property 
these compounds are not disclosed to have. 

(7) . The Quantitv of Experimentation Necessary: Immense, especially in view of 
point 6, since the inhibition of beta secretase inhibitors for the treatment of AD has 



Application/Control Number: 10/502,075 Page 5 

Art Unit: 1621 

never been accomplished. Thus, no guidance from the success of others is available 
from this experimentation. 

MPEP 2164.01(a) states, "A conclusion of lack of enablement means that, based 
on the evidence regarding each of the above factors, the specification, at the time the 
application was filed, would not have taught one skilled in the art how to make and/or 
use the full scope of the claimed invention without undue experimentation. In re Wright 
999 F.2d 1557.1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is 
clearly justified here. 

5. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1 and 7 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 uses the ternis "preferably", "in particular" and "etc". In doing so. claims 
are rendered indefinite. Claim 7 claims substance of library. It is not clear as to the 
meaning of substance of library, thus indefinite. 

6. Claim 2 recites the limitation "hydrogen for R4" in stmcture of the compound. 
There is insufficient antecedent basis for this limitation in the claim. 

7. Claim s 7-10 provides for the use of compounds, but, since the claim does not 
set forth any steps involved in the method/process, it is unclear what method/process 
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applicant is intending to encompass. A claim is indefinite where it merely recites a use 
without any active, positive steps delimiting how this use is actually practiced. 

Claims 7-10 are rejected under 35 U.S.C. 101 because the claimed recitation of 
a use, without setting forth any steps involved in the process, results in an improper 
definition of a process, i.e., results in a claim which is not a proper process claim under 
35 U.S.C. 101. See for example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and 
Clinical Products, Ltd. v. Brennen 255 F. Supp. 131 . 149 USPQ 475 (D.D.C. 1966). 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which fomis the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

10. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
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under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

1 1 . Claims 1 -5 and 1 2 are rejected under 35 U.S.C. 1 03(a) as being unpatentable 
over Hall et al(WO 99/37603), or Karrer et al(US 6,306.798) or Rector et al(J. Med. 
Chem., 1981). 

Hall et al. page 25 and page 1 , teach structurally similar compounds as claimed 
herein. Note Al and A2 can be phenyl or pyridine and various substituents are similar to 
those claimed herein. Or, Karrer et al column 25 and 26, teach structurally similar 
compounds and composition, especially when R2 can be H, R3a and R3b are similar to 
substituents claimed herein. Or Rector et al, Table I and II teach structurally similar 
compounds and composition, especially when, R or X can be alkyi or halo, and 
equivalence of various substituents are clearly taught. 

It would have been prima facie obvious to one of ordinary skill In the art at the 
time the invention was made to obtain compounds within the generic disclosure of the 
references, because they are structurally so similar to those claimed herein, with the 
reasonable expectation of achieving a successful composition, absent evidence to the 
contrary. 

1 2. Any inquiry concerning this communication or eariier communications from the 
examiner should be directed to SHAILENDRA -. KUMAR whose telephone number is 
(571)272-0640. The examiner can nonnally be reached on Mon-Thur 8:00-5:30, Alt Fri. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on (571)272-0602. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status infomiation for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status infomiation for unpublished applications is available through Private PAIR only. 
For more infomiation about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. \ 
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